Sent by: CONLEY' ROSE, P.C. 



713 238 8008; 



01/08/04 11:30; ME«_#431 ; Page 5/24 



Amendments to the Claims; 

This listing of claims will replace all prior versions and listings of claims in the application: 
Listing of Claims: 

1. (Currently amended) A method to aid in predicting susceptibility of a mammalian subject to 
development or growth of a steroid hormone responsive cancer in a mucosal epithelial tissue, the 
method comprising: 

£al_quantiming anchor detecting an immunoglobulin inhibitor of steroid hormone responsive 
cell growth in [aj at least one specimen of b ody fluid or secretion obtained from said subject, wherein 
said inhibition of steroid hormone responsive cell growth is capable of being reversed by binding a said 
steroid hormone to a cellular st e roid hormone - receptor that is activ e for promoting cell growth [J; 

fb) determining whether said immunoglobulin inhibitor is absent or deficient in said at least 
one body fluid or secretion: and 

(c) u sing the determination from step (b\ determining that said a » absence or deficiency of 
said immunoglobulin inhibitor s ugg e sting orindioati a e indicates that a steroid hormone responsive 
mucosal epithelial tissue in said subject is contacted bv insufficient immunoglobulin inhibitor to inhibit 
steroid hormone res p onsive cell growth in said tissue s e cret e s or is hftth^Wy J Aft^t fa ™ rv nnll ^nnrth 
inhibitory amount of paid immunoglobulin inhibitor , 

2. (Currently amended) The method of claim I further comprising obtaining a sample of at least 
Qnebody fluid or secretion chosen from the group consisting of s e rum, plasma, colostrum, breast 
aspirates, saliva, tears, bronchial secretions, nasal mucosa, prostatic fluid, urine, semen or seminal 
fluid, vaginal secretions, ovarian aspirates, stool, and mucous secretions from the small intestine or 
stomach. 

3_ (Previously presented) The method of claim 1 wherein said quantitattng and/or detecting 
comprises measuring the amount and/or activity of said immunoglobulin inhibitor in a specimen of 
body fluid or secretion from said subject. 

4. (Currently amended) The method of claim 1 wherein said quantitating and/or detecting 
comprises s abfltantially depleting steroid hormone from said specimen of body fluid or secretion to 
yield a steroid hormone depleted specimen, and assaying said steroid hormone depleted specimen for 
steroid hormone reversible inhibition of steroid hormone responsive cancer cell proliferation, 
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5. (Currently amended) The method of claim 4 wherein said assaying comprises: 
maintaining a population of steroid hormone-responsive cancer cells in a nutrient medium 

containing calcium ion and substantially no free ferric ion, said cells also being steroid hormone 
responsive for in vivo proliferation if implanted in a suitable host; 

adding steroid hormone to said medium sufficient to stimulate cell growth under cell growth 
promoting culture conditions; 

adding a steroid hormone free specimen of a body fluid or secretion lo said medium, to yield a 
test mixture; 

incubating said test mixture under celt growth promoting conditions; 
after said incubating, measuring the cell population in said test mixture; 

measuring the cell population in a control incubation mixture like said test mixture, except 
lacking said specimen; 

optionally, testing said specimen for cytotoxic effects on said cells; 

measuring the differences in cell number between said cell populations before and after said 
incubation, a significant increase in said-cell population doublings indicating the absence of inhibition 
of cell growth by said specimen in the presence of said steroid hormone, and a significant lack of 
increase in said cell population doublings not attributable to cytotoxic effects of said specimen 
indicating inhibition of cell growth by said specimen in the presence of said steroid hormone. 

6. (Currently amended) The method of claim &-i_wherein said inhibition of steroid hormone 
responsive cell growth is capable of being reversed by adding of steroid hormone to said m e dium 
comprises add i ng an amount of steroid hormone that is in the physiological concentration range for said 
steroid hormone in said mammal, 

7. (Currently amended) An in vitro method of detecting loss of immunoglobulin regulation of 
steroid hormone responsive cell growth of a mucosal epithelial cell comprising: 

fal assaying for the presence of a polv-Ig recentor on said mucosal epithelial cell: 

(b) optionally, testing said oolv-lg receptor for ability to bind dimeric/polvmeric leA or 
polymeric lgM- 

(c) using assay results from step (&) and, optionally, test results from step (h\ determining that 
an absence or deficien cy of said receptor indicates loss of immunoglobulin regulation of growth of said 
ceil wher ein immunoglobulin regulation comprises steroid hormone reversible inhibition of steroid 
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hormone responsive mucosal epithelial celt growth by dimeric/polymeric IgA or polvmeri^Jg M 
d e termining that a poly Ig rocoptor in a non cancerous mucosal epith e lial c e ll has th e prop e rty of b e ing 
ablo to mediat e inhibition by IgA or IgM-of s t e roid hormon e r e sponsiv e cell growth, wherein said 
inhibition of storoid - hormon e- r e sponsiv e c e ll growth is revorsiblo by binding said st e roid hormon e to a 
c e llular atoroid ho r mono roc e ptor that is active for promoting coll growth; and 

assaying fQr inability of a mucosal e pithelial cell to bind IgA or IgM by other than antibody- 

antig e n r e cognition baso&a sse eiation . 

8, (Currently amended) A method of detecting a mediator of immunoglobulin inhibition of 
steroid hormone responsive cell growth wherein said inhibition can be reversed by binding q said 
steroid hormone to a c e llular steroid hoimonc^eeeptor that is activ e for promoting c e ll growth , the 
method comprising: 

{ajLdetecting a poly-Ig receptor in a mucosal epithelial cell; 

(b) optionally, testing said poly-Ig receptor for in vitro activity foran e diating for mediating s aid 
steroid hormone reversible immunoglobulin inhibition of steroid hormone responsive cell growth : and 

(q) using the detection from step fa) and, optionally, test results from step (h\ determining that 
said poly-Ig receptor is capable of mediating immunoglobulin inhibition of steroid hormone responsive 
cell growth wherein said inhibition is capable of being reversed by binding said steroid hormone-fee^a 
c e llular steroid hormone rocoptor that is active for promoting -ee ll growth , 

9, (Currently amended) A method of detecting a gene coding for a mediator of immunoglobulin 
inhibition of steroid hormone responsive cell growth comprising: 

detecting the presence of a poly-Ig receptor gene in a mucosal epithelial cell; and 
determining whether £a] the_poly-Ig receptor encoded by said gene has the property of being 
capable of mediating steroid hormone reversible immunoglobulin -inhibition bv dimeric/polvmeric feA 
or polymeric IgM of steroid hormone responsive cell growth wherein said inhibition is reversed by 
bmding - a sakjLsteroid hormone to a cellular steroid hormono receptor that is active for promoting-eeH 
growth . 

10, (Currently amended) A method of detecting a g e n e tic defect in variant polv-fe receptor g ene 
coding for a m e diator of immunoglobulin inhibition of ateroid hormono responsiv e cell growth protein 
that lacks or has reduc ed ability to mediate inhibition bv dimeric/nolvmeric IpA or polymeric fcM of 
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steroid hormone responsive cell growth in a mucosal epithelial cell compared to the native polv-Ig 
receptor, the method comprising: 

identifying a loss of heterozygosity or an allelic imbalance in a poly-Ig receptor gene; or 

carrying out site directed mutagenesis in a non-cancer tissue culture cell model whereby a 
domain of a poly-Ig receptor gene is altered, 

identifying at least one said altered domain in said poly-Ig receptor gene that causes loss of 
ability of said poly-Ig receptor to mediate inhibition of steroid hormone responsive cell growth by an 
immunoglobulin inhibitor, wherein said inhibition is capable of being reversed by binding a said 
steroid hormon e to a cellular steroid horanOB 6-*6eep tfr g -t hai i s act i v e for promoting ■ee ll * g ro wth ; 

screening a genomic or cDNA library of a cancerous mucosal epithelial cell for a poly-Ig 
receptor gene: and 

matching said screened poly-Ig receptor gene from said cancerous cell to a poly-Ig receptor 
gene from said non-cancerous cell culture model which contains an altered domain that is correlated lo 
loss of inhibition mediating ability, whereby a genetically dofcottv ov ariant poly-Ig receptor gene is 
identified which encodes a protein that is incapable or less capable of mediating inhibition by 
dimeric/polymerjc IgA or polymeric IgM of steroid hormone responsive cell growth in a mucosal 
epithelial cell compared to the native polv-Ig receptor . 

11. (Currently amended) A method of detecting expression of a defective mediator of 
immunoglobulin inhibition of steroid hormone responsive cell growth in cells from a specimen of 
mucosal epithelial tissue, the method comprising: 

expressing in said cells the protein encoded bv the variant polv-Ig receptor gene detected 
dotooting a poly Ig r e c e ptor prot e in in said specim e n which is encoded - by thcgcnotically d e f e ctive 
poly lg r e ceptor geno identified according to the method of claim 10 . to provide an expressed variant 
poly-Ig receptor protein: and 

testing said variant protein for ability to mediate steroid hormone reversible inhibition of 
steroid hormone responsive cell growth in said mucosal epithelial ceHs , 

12. (Currently amended) A method to aid in predicting susceptibility of a mammalian subject to 
development of breast cancer comprising: 

(a) d etecting the loss or impairment of negative regulation of breast tissue proliferation by the 
secretory immune system in said subject, said detecting comprising testing for loss or reduction of 
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immunoglobulin inhibition of steroid hormone responsive cell growth in said tissue by 
dimeric/polvmeric IeA. polymeric IgrM or IgGl [.]: and 

(b) using the detection from step fa), to predict susceptibility of said subject to development of 
breast cance r wherein said inhibition is capable of being reversed by binding a st e roid hormono to a 
cellular st e roid hormone receptor that i s aotiv o for promoting c e ll growth a detected loss or impairme nt 
of said inhibition indicates greater risk of development of breast cancer . 

13. (Currently amended) A method to aid in predicting increased susceptibility of a mammalian 
subject to development or growth of a steroid hormone responsive cancer in a mucosal epithelial tissue, 
the method comprising; 

(a) assaying a specimen of mucosal epithelial tissue obtained from said subject for the presence 
of a poly-Ig receptor;-and 

ib)_optionally a testing, to determine dctettft i flfo g whether said poly-Ig receptor is capable of 
mediating immunoglobulin inhibition of steroid hormone responsive cell growth, wherein said inhibition is 
capable of being reversed by binding a _said steroid hormone to a cellular steroid hormon e rec e ptor that is 
activ e tor promoting coll growth,; 

(c) — using assay results from step (a) and, optionally, test results from step (b\ determining 
increased susceptibil ity of said subject to development or growth of a steroid hormone responsive cancer in 
said mucosal epithelial tissue, wherein a n absence of said receptor or an absence of activity of said receptor 
for mediating said immunoglobulin inhibition sugg e sting indicates t hat said tissue lacks sufficient functional 
mediators of immunoglobulin inhibition to deter development or growth of a steroid hormone responsive 
cancer in said mucosal epithelial tissue. 

!4. (Currently amended) A method to aid in detecting transformation of a mucosal epithelial cell 
from normally steroid hormone responsive to a steroid hormone responsive cancerous condition, the 
method comprising: 

d e t e rmining that a Foy rec e ptor has the property of being abl e to mediat e inhibition by IgGI or 
IgG2 of steroid hormone resp o nsiv e c e ll growth, wherein said i nhibition is capabl e of b e ing r e vers ed 
by binding a otoroid hormon e to a cellular steroid hownon e rocoptor that is active for - promoting coll 
growth; 

optionaUyHosting mid cells for preaenoo of a Key rec e ptor; and 

£a}_assaying a population of said mucosal epithelial cells for loss of said receptor or inactivity 
of said receptor for binding IgGI or IgG2 ? wherein in a c ti vity for binding IgGI or IgC2 i s-s u gg e stiv e of 
^^ transformation; 
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(b\ optionally, testing said cells for presence of a Pcv receptor: and 

(c) using assay results from step fa), and, optionally, test results from step (b) to determine that 
said mucosal epithelial cells have transformed from a normally steroid hormone responsive condition to 
a steroid hormone responsive cancerous condition, wherein absence of said Fey receptor or inactivity of 
said Fey receptor for binding IgG t or IgG2 is indicative of said transformation . 

15. (Currently amended) A method to aid in detecting progression of a steroid hormone responsive 
malignant mucosal epithelial cell to an autonomous cancer cell, the method comprising: 

determining that a poly lg receptor has tho prop e rty of b e ing able to mediate inhibition by IgA 
or IgM of steroid hormon e responsive ocI - lg F& w^ - whoroin said inhibition is capable of b o ing rovflrt ed 
by b i nding a s teroid hormone to a cellular steroid homiono r e c e ptor that is activ e for promoting c e ll 
growth ; 

fa) optionally, testing said c e lls an autonomous cancer cell for presence of a poly-Ig receptor; 

(b) testing - assaying said autonomous cancer cell for ability to bind dimeric/polymeric IgA or 
polymeric Ig M by oth e r than antibody antig e n r e cognition based association ; 

(c) using assav results from step (b\ and, optionally, test results from step to detect the 
absence of said poly-Ig receptor and/or the absence of ability of said autonomous cancer cell to bind 
dimeric/polvmeric IgA or polymeric IgM. wherein said absence or loss indicates progression of a 
steroid hormone responsive malignant mucosal epithelial cell to an autonomous cancer cell , 

16. (Canceled) 

17. (Currently amended) A method to aid in detecting or diagnosing cancer in a mammalian 
subject comprising determining, in a population of cells taken from a mucosal epithelial tissue 
specimen obtained from said subject, at least one of a first set of conditions selected from the 
following: 

absence or diminution of immunoglobulin inhibition of steroid hormone responsive cell 
growth, wherein said inhibition is capable of being reversed by binding a said steroid hormone-te-a 
oollular steroid hormone receptor that is acti ve- fo f- promoring c e ll growth ; 

absence or diminution of at least one immunoglobulin inhibitor of steroid honnone responsive 
cell growth from a body fluid or secretion secreted by or bathiug said tissue, wherein inhibition by said 
inhibitor is capable of being reversed by binding a said steroid hormone to - a co l la tor steroid hormono 

rcouptor that is activ e for promoting call growth > 
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absence or diminution of a poly-Ig recepto r in said cells, 

absence of a poly- Ig receptor gene from said cells, 

absence of heterozygosity for said poly-Ig receptor gene in said cells, 

absence or diminution of a Fey receptor in said cells, 

absence of a Fey receptor gene from said cells, 

absence of heterozygosity for said Fey receptor gene in said cells, 
and, optionally^ detecting at least one of a second set of conditions selected Irom the following: 

absence or diminution of TGFp regulation of cell growth, 

absence or diminution of a TGF0 receptor in said cells, 

absence of a TGFp receptor gene from said cells, 

absence of heterozygosity for said TGFJ3 receptor gene in said cells, and 
using the results of said determinations and detections to aid in detecting or diagnosing cancer in a 
mammalian subject said absence or diminution b e ing sugg e stiv e or indicativ e o f indicating the presence 
of a cancerous or precancerous lesion in said patient, and an absence of one or more of said conditions 
b e ing s ugg e stive or indicative o fi ndicating the absence of a cancerous or precancerous lesion in said 
patient. 

18. (Currently amended) A method to aid in staging a cancer of a mucosal epithelial tissue 
comprising: 

determining, in a specimen of neoplastic cells obtained from said cancer, whether said cells are 
stimulated by a steroid hormone to proliferate in a suitabl e cell ^owfli - nutricfitHttcdHtf tt an ijn W/r^ cell 
proliferation assay : 

if it is determined that said celts are stimulated by said steroid hormone to proliferate, 
determining the amount of immunoglobulin inhibitor in a specimen of body fluid or secretion secreted 
by or bathing said mucosal epithelial tissue which is in a form that is active for inhibiting steroid 
hormone responsive cell proliferation , wherein said inhibition fo^-s ftid immunoglobulin inhibitor is 
capable of being reversed by binding a sakLsteroid hormone to a c e llular st e roid hormon e r e c e ptor that 
is activ e for promoting coll growth; d etermining at least one of the following conditions: 

loss or diminution of a TGFp receptor in said cells, 

loss of a TGFP receptor gene in said cells, 

loss of heterozygosity for said TGFp receptor gene in said cells, 

loss or diminution of a poly-Ig receptor in said cells, 

loss ora poly-ig receptor gene in said cells, 
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loss of heterozygosity for said poly-Ig receptor gene in said cells, 
loss or diminution of a Fey receptor in said cells, 
loss of a Fey receptor gene in said cells, 
loss of heterozygosity for said Fey receptor gene in said cells : and 
using said determinations to aid in staging said cancer of a mucosal epithelial tissue wherein 
one or more said loss or diminution indicates a more advanced stage . 

19. (Currently amended) A method to aid in prognosis of a mammalian cancer patient comprising: 

a) obtaining from said patient a specimen of body fluid, a secreiion secreted by or bathing a 
mucosal epithelial tissue, obtaining from said patient a specimen of o f neoplastic cells from a mucosal 
epithelial tissue; 

b) in said specimen of body fluid or secretion, determining the lack of a cell growth inhibitory 
amount of at least one immunoglobulin inhibitor of steroid hormone responsive cell growth, wherein 
inhibition by said immunoglobulin inhibitor is capable of being reversed by binding a said steroid 
hormone to a cellular steroid - hormono rec e ptor that is activ e for promoting coll growih , and 

ci additionally determining at least one of the following conditions; 

c-0 in said specimen of neoplastic cells from said tissue, the loss or diminution of a TGFp 
receptor, 

c-2) in said specimen of neoplastic cells from said tissue, the loss of a TGFp receptor gene, 
c-3^ in said specimen of neoplastic cells from said tissue, the loss of heterozygosity for said 
TGFp receptor gene, 

in said specimen of neoplastic cells from said tissue, the loss or diminution of a poly-Ig 

receptor, 

c-5) in said specimen of neoplastic cells from said tissue* the loss of a poly-Ig receptor gene, 
c»6) in said specimen of neoplastic cells from said tissue, the loss of heterozygosity for said 
poly-Ig receptor gene, 

c-7) in said specimen of neoplastic cells from said tissue, the loss or diminution of a Fey 
receptor, 

c-8) in said specimen of neoplastic cells from said tissue, loss of a Fey receptor gene, 
c-9) in said specimen of neoplastic cells from said tissue, loss of heterozygosity for said Fey 
receptor gene : and 

d^ using said determinations from b> and c> to aid in prognosis of said patient , wherein the 
pioacnoc or one or more of said conditions ft>wig-is^a ugg^uv &- er -iJiiUicative of ai least some degree of 
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reduced prognosis of said patient, and an absence of one or more of said conditions boing is _suggoativo 
er indicative of at least some degree of favorable prognosis. 

20. (Currently amended) A method to aid in treating cancer of a mucosal/epithelial tissue 
comprising 

af^detecting in a population of cancer cells obtained from said tissue the presence of Bfty_a 
high-affinity estrogen binding activity having a greater Ei binding affinity than that of EAof or ERA and 

b) using the detection from a), determining that the presence of said high-affinitv estrogen 
binding activity indicates that said cancer cell is estrogen dependent for growth, or determining that the 
absence of said high-affinity estrogen binding activity indicates that said cancer cell is not estrogen 
dependent for growth , 

21-65. (Canceled) 

66. (Currently amended) The method of claim 5 wherein said significant increase or significant 
lack of increase in said cell population doublings is determined using the student's t lest and wherein a 
value of p < 0.05 is significant. 

61, (Currently amended) The method of claim 8 comprising testing said poly-Ig receptor for 
activity for mediating steroid hormone reversible inhibition by dimeric/nolymeric IgA or polymeric 
IgM of steroid hormone responsive cell growth- 

6g. (Currently amended) A method of detecting a mediator of immunoglobulin inhibition of 
steroid hormone responsive cell growth wherein said inhibition can be reversed by binding a said 
steroid hormone to a cellular storoid hormone r e ceptor that is activ e for promoting c e ll growth , the 
method comprising: 

fa^ detecting an Fey receptor in a mucosal epithelial cell; 

fb) optionally, testing said Fey receptor for in vitro activity for mediating said steroid hormone 
reversible immunoglobulin inhibition of steroid hormone responsive cell growti^juid 

(o) using the detection from step fa) and, optionally, test results from step (b). to determine 
d e t e rmining t hat said Fey receptor is capable of mediating immunoglobulin inhibition of steroid 
hormone responsive cell growth wherein said inhibition is capable of being reversed by binding a said 

steroid hftrmo n e ■ to-a -ta^Uu 1 at' s^e r*>Rl-fro rrti o r> fr-reoef!»to »'-tfra 4-4^ao*iv<5 for prom o t i ng o eH-ggowth, 
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69. (Currently amended) A method of detecting expression of a defective mediator of 
immunoglobulin inhibition of steroid hormone responsive cell growth in cells from a specimen of 
mucosal epithelial tissue, the method comprising: 

expressing in said cells the protein encoded bv the variant Fey receptor gene detected detoctinp 
a Foy r e c e ptor prot e in in said specimen which is onoodcdby - thQ gcnotioally defective Fey receptor gene 
identified according to the method of claim 80 , to provide an expressed variant Fey receptor protein; 
and 

testing said variant protein for ability to mediate steroid hormone reversible inhibition of 
steroid hormone responsive cell growth in said mucosal epithelial cells . 

70, (Currently amended) The method of claim 1 wherein said immunoglobulin inhibitor comprises 
dimeric/polymeric IgA. polymeric IaM IgGl or IgG2 . or any combination thereof . 

7h (Currently amended) An in vitro method of detecting loss of immunoglobulin regulation of 
steroid hormone responsive cell growth of a mucosal epithelial cell comprising: 

(&S assaying for the presence of an Fey receptor on a mucosal epithelial cell: 
(b) optionally, testing said Fey receptor for ability to bind IgGl or IaG2; and 
fc) using assay results from step (a) and , optionally, test results from step (b), determining that 
an absence or deficiency of said receptor indicates loss of immunoglobulin regulation of growth of said 
cell, wherein immunoglobulin regulation comprises steroid hormone reversible inhibition of steroid 
hormone responsive mucosal epithelial cell growth bv IgGl or IgG2 dotorrnininp that an Pov receptor 
in a noncancerous mucosal epith e lial c e ll has th e prop e rty of being ablo to mediate immunoglobulin 
inhibition of st e roid hormon e r e sponsive coll growth, whoroin said inhibition of storoid hormon e 
responsive ooll growth is capable of being reversed by binding said st e roid hormon e to a c e llular st e roid 
hormon e receptor that is active for promoting c e ll growth; and 

assaying for inability of a mucosal e pithelial cell to b i nd IgGl or IgQ2 by oth e r than antibody 

antigen recognition ba se d association , 

72. (Currently amended) A method of detecting a gene coding for a mediator of immunoglobulin 
inhibition of steroid hormone responsive cell growth comprising: 

detecting the presence of a Fey receptor gene in a mucosal epithelial cell; and 

117251.01/1944-00800 11 
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determining whether falthe Fey receptor encoded by said gene has the property of being 
capable of mediating immunoglobulin inhibition by IpGl or IgG2 of steroid hormone responsive cell 
growth, wherein said inhibition is reversible by binding a steroid hormone to a oollular steroid hormone 
rcccptor4hat is activ e for promoting cell growth . 

73. (Previously presented) The method of claim 1 further comprising detecting a poly-Ig receptor 
in said mucosal epithelial cell. 

74. (Previously presented) The method of claim 1 further comprising detecting a Fey receptor in 
said mucosal epithelial cell 

75. (Currently amended) The method of claim 74 farther comprising assessing the activity of said 
Fey receptor for mediating inhibition by IgGI or IgG2 of steroid hormone responsive cell growth in a 
suitabl e an in vitro cell sultore -proliferation assay, wherein said inhibition is capable of heing reversed 
by binding a said steroid hormone to a oolluhte - a to roid hormon e r e c e ptor that ia active for promoting 
se ll growth . 

76. (Previously presented) The method of claim 1 comprising identifying an age range in said 
mammalian subject of increased susceptibility to developing breast cancer after exposure to a 
carcinogen. 

77. (Previously presented) The method of claim 20 comprising increasing the number of B 
immunocytes in said mucosal/epithelial tissue producing IgA or IgM. 

78. (Currently amended) The method of claim 20 comprising identifying an antagonist of fifty 
said high-affinity estrogen binding activity . 

79. (Previously presented) The method of claim 78 wherein said antagonist comprises tamoxifen. 

80. (Currently amended) A method of detecting a gen e tic dofcot in - ft variant Fey recepior g ene 
coding for a m e diator of immunoglobulin inhibition of st e roid hormone ro s ponsivo ooll growth protein 
that lacks or has reduced ability to mediate jnhibifon bv IgQl of steroid hormone responsive cell 

growth in a mucosal epithelial cell wmparcd to aqkl pyry receptor, the method comprising; 
117251.01 /1&44H&QS0O 12 
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identifying a loss of heterozygosity or an allelic imbalance in a Fey receptor gene* or 

carrying out site directed mutagenesis in a non-cancer tissue culture cell model whereby a 
domain of a Fey receptor gene is altered, 

identifying at least one said altered domain in said poly-lg receptor gene that causes loss of 
ability of said Fey receptor to mediate inhibition of steroid hormone responsive cell growth by an 
immunoglobulin inhibitor, wherein said inhibition is capable of being reversed by binding a s ajd_steroid 
hormone to a oollular st e roid hormone receptor that iaaotivo for promoting c e ll growth ; 

screening a genomic or cDNA library of a cancerous mucosal epithelial cell for a Fey receptor 
gene: and 

matching said screened Fey receptor gene from said cancerous cell to a Fey receptor gene from 
said non-cancerous cell culture model which contains an altered domain that is correlated to loss of 
inhibition mediating ability, whereby a p o n ot ioallv d e f e ctiv B yariant Fey receptor gene is identified 
which encodes a protein that is incapable or less capable of mediating inhibition by dimeric/polymeric 
IgA or polymeric IgM of steroid hormone responsive cell growth in a mucosal epithelial cell . 

8 1 , (New) The method of claim 1 wherein said steroid hormone is an estrogen or an androgen. 

82, (New) A method to aid in predicting susceptibility of a mammalian subject to development of 
breast cancer comprising: 

(a) identifying an age range in said subject during which DNA synthesis in breast tissue is 
expected to be increased compared to that of another age range; 

(b) analyzing the IgA and/or IgM in blood and/or breast secretion of mature adult females; 

(c) at an age within said age range of expected increased DNA synthesis, analyzing the IgA 
and/or IgM in blood and/or breast secretion of said subject; 

(d) optionally, increasing the amount of IgA and/or IgM in the breast tissue of said subject; 

(e) comparing the IgA and/or IgM analysis of said subject, from step (c) to the IgA and/or IgM 
analysis of said mature adult females, from step (b), to yield comparative results; and 

(f) using the comparative results from step (e), predicting the susceptibility of said subject to 
development of breast cancer wherein a comparatively lower level of dimeric/polymeric IgA and/or 
polymeric IgM in said blood or breast secretion indicates greater risk of said subject to development of 
breast cancer. 
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83. (New) The method of claim 82 wherein said comparatively lower level of dimeric/polymeric IgA 
and/or polymeric IgM in said blood or breast secretion indicates increased susceptibility to mutagenesis 
and/or carcinogenesis. 

84. (New) The method of claim 82 comprising increasing the number of IgA- and/or IgM-producing 
immunocytes in the breast tissue of said subject during the age range identified in step (a). 

85. (New) The method of claim 84 wherein increasing the number of said immunocytes comprises 
orally immunizing said subject. 

86. (New) The method of claim 17 wherein inhibition by said at least one immunoglobulin inhibitor is 
reversible by a physiologic concentration of said steroid hormone. 

87. (New) The method of claim 20 wherein said greater E 2 binding affinity is < 1 x 10" 12 M, 

88. (New) The method of claim 68 wherein said inhibition is reversible by a physiological 
concentration of said steroid hormone. 

80. (New) The method of claim 1 comprising obtaining a serum or plasma sample from said subject. 

90. (New) A method of treating cancer of a mucosal epithelial tissue in an individual in need thereof 
comprising: 

a) detecting the presence or absence of high-affinity estrogen binding activity having greater 
E2 binding affinity than that of ERa or ER/3 in said tissue, according to the method of claim 20; and 

b) contacting said tissue with an inhibitor of said high-affinity estrogen binding activity. 
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